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Clinical research studies, especially clinical 
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HD Clinical research: definition 


• The goal of clinical research 15 to study 
information collected about people enrolled in 
order to learn about the manifestations of a 
disease, or to test the safety, benefit, side effects 
and risks of an intervention designed to help 
people affected by a disease. 


• Types of clinical research: 
— Observational study 
— Clinical trials 


• Double blind, randomized control trials 
• Phase |, Il, Ill 


The pathway to finding new drugs 


Phase I: test in healthy humans for safety 


Phase II: Test in small population with 


Phase ПІ: Test in EEE ETETE for 
efficacy Ye ec 


What are observational trials? 


• These are studies involving humans that follow 
research participants over time without making a 
treatment intervention. 


• Observational studies allow researchers to study 
the progression of HD over time in a number of 
individuals, and help us to understand the 
symptoms people experience, the signs noticed 
by investigators at the sites, the rate of 
progression, and sometimes markers of HD such 
as brain scan or blood test changes. 


What are double blind, randomized, 
controlled studies? 


• These studies аге 
designed to helps 
prevent judgment or bias | 
by the investigators or | 
research subjects from 
affecting the study 
results. 


• Double blind: neitherthe 
investigator nor the 
participant can tell if the 
participant is taking the 
active drug or a placebo. 


What are double blind, randomized, 
controlled studies? 


Randomized: the study 
participant is assigned 


randomly to either active drug 


Controlled: The study drug is 
compared to an known treatment 
(active control) or to a placebo 
(inactive compound that appears 
identical to the active drug). 


Who can participate in clinical trials? 


• The study protocol is a research plan or roadmap 
designed to best answer the question posed by the 
study. 


• The protocol includes criteria for who is eligible. This 
could include: 
— people with HD at early, mid- or late-stage 
— People at 50% risk for the HD CAG expansion 


— Family members who are not at risk for HD, or people who 
have undergone predictive testing and don't have the HD 
CAG expansion 


— People with the HD gene expansion who don't yet have 
symptoms 


Who can participate in clinical trials? 


\bility to give informed consent 
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How much time is required? 


• Studies vary in duration, number of activities 
carried out at study visits 
— Observational studies can last many years 
* Visits are usually just once a year 
— Clinical trials could last 3 months — 5 years 
* Visits are frequent for Phase II trials (every 1-4 weeks) 
e Visits every 1 — 6 months in longer Phase III studies 
— |nitial study visits usually last 2 - 3 hours 
— Follow-up visits may take as little as 15 minutes, or as 
long as several hours 


— Sometimes there may be telephone contacts made 
between visits 


The study team 


What kinds of activities take place 
during study visits? 


• Initial visit: informed consent 
— Principles of protection of human subjects require 
approval of Institutional Review Boards. 


— Informed consent includes a description of the aims of 
the study, the procedures that will take place, the 
potential benefits, side effects and risks to 
participants. 

— Participants are invited ask questions for clarification 

— Often 18 pages long 


— Takes about 45 minutes 


What kinds of activities take place during study visits? | 


• Measuring “vital signs”: blood pressure, pulse 
• Drawing a blood sample(s) 


• Meet with site investigator to ask how participant 
is doing, any health changes, any side effects, 
possibly physical exam 


What kinds of activities take place during study visits? 


Meet with site coordinator to 

ask about mood or behavior аи 
changes, test thinking, turn in 
empty study medication bottles 

and count pills 


Read the color of word out loud 


blue o ТКО green brown 
| blue green зоми 
green red white green °°° 
orange ree 1111 17.1! brown 
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red blue pi white із: green 
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What about privacy? 


Confidentiality is a prime concern to the HSG 


Participant names and medical information are 
known to study site personnel, but NOT to 
anyone else involved in the study 


Participants are assigned an ID code at the sites; 
all communications with the central site use ID 
code, not names 


Blood samples are assigned bar codes to further 
protect privacy 


To date, there have been no inadvertent 
disclosures of identity or gene status 


What happens after a clinical trial is over? 


The Huntington Study Group is committed to 


communicating the results of completed clinical 
trials to participants 


Mechanism: 

— 15: conference call with participants 

— HSG website, press releases 
Timing: as soon as the study data is “locked” 


Learning whether participant was assigned to 


active drug or control group may take weeks — 
months longer. 
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Current observational studies 
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р НАВО5 1001 people at 50% risk for HD CAG expansion 


who chose NOT to undergo predictive 
testing, followed every 9 months for 10 years 


Р ВЕ D | СТ 1000 people who have undergone testing for the 


HD CAG expansion, followed annually since 
2001 


СО Н О ВТ people who either have manifest HD, are at 
50% risk, their family members, spouses 


who are not at risk , followed annually since 
2004 


Examples of recently completed clinical trials 
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ТЕТКА-НО 84  Tetrabenazine Positive — FDA 
approved 2008 
TREND-HD 316  Ethyl-EPA (fish oil) | Not effective 


DIMOND-B 90 Dimebon Looks promising; 
Phase 3 trial planned 


DOMINO 100  Minocycline Not effective 
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The HD Pipeline 


Source: Marsha Miller, HDSA website 


АЕ ucqaouicg 


йй и ШЫГ ZZ SEA See сіл ЛУГЕ 


Бели ита, ипо 


DAIZKE ве — гач 
Ки аы PET b BARRIER LES Rz HER р 
EHS FOAL пијан“ јр палију JHA FA] 
ПАУЕЛ и I AIT 
ары У i иселе 


[cg UE 
EM ји ТЕ и TS Са ЫГА 


сирр © СИРО тщс qum oppo LY OIS 


2008: First drug approved by FDA for HD 
Tetrabenazine (TETRA study) 


• Double-blind, placebo- 
controlled study of 
tetrabenazine in 
manifest HD 

• 84 people with HD, 
randomized 2:1 to TBZ 
or placebo for 12 
weeks 

• Primary endpoint: 
chorea score 


Results: Tetrabenazine 


| --- Placebo — — Tétra2enazine | Washout 
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Tetrabenazine: Xenazine 


Getting involved in research: 
Five good reasons for participating 


*from Terry Tempkin* 
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Reasons for NOT participating in 
clinical research 


| don’t have enough time 

— Work, school, family activities 

— Caregiving for family members 

l'm concerned about my privacy. 
It’s too stressful to think about HD. 


| don’t want to have physical exams, or thinking 
tests; I’m already worried enough. 


| hate having blood tests! 
It’s too far to drive to the nearest study site. 
| don’t want to be on a placebo. 


There are reasons for and against 
olunteering for clinical гезеагсћ........ 


Participants 
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HD status 


All members of a family with HD; 
can also participate in other studies 


People who have tested and know 
their CAG repeat length 


People with early-mod HD 


People with early HD 


People with early HD 


People with the HD CAG expansion 
who don't have symptoms 
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* Cooperative Huntington’s Research Trial 

• Long-term observational trial with annual 
visits 

* Goal: to learn more about the clinical features 
of HD in order to plan future research studies 
aimed at delaying onset or slowing 
progression of HD 

* Annual visit 


* Currently 40 sites in US and Canada; ~1800 
participants enrolled. 


COHORT 


COHORT 


Includes: clinical exam, collecting blood for 
genetic testing, collecting family history, and 
collecting and storing blood and urine for 
future research. 

Who's eligible? People with the HD CAG 
expansion with or without symptoms, their 
parents, spouse, siblings, children or 
grandchildren > 18 years. 


• New: extension to adolescents age 15-17 


'REDICT-HD Study Activities 


Questionnaires CRFs, Medical 


Histories, UHDRS Data 


Neuropsychologic Raw Data MRIs 


Neuropsychologic DNA Laboratory MRI Laboratory 
Laboratory MGH-Harvard University of 
Indiana University Washington-Seattle 


Neuropsychologic Data Volumetric Data 


Data Management and Biostatistics | _ CRFs, Medical Histories, 
University of Rochester UHDRS Data 


Neuropsychological Integrated Data Set 


tests Study Coordination 
University of lowa 


B CAG > 39 Repeats, Untreated 
a GAG > 39 Repeats, Treated 
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Figure 1. Intervention model for adult-onset disease. Downward-pointing 
arrow indicates administration of an effective prophylactic neuroprotective 
agent in a treated individual; upward-pointing arrow, clinical diagnosis of an 
untreated individual. 


2САВЕ Study 
Sponsor: NIH, Phase III 


Drug: Coenzyme Q10 2400 mg/day for 5 years 


Trial type: Double-blind, randomized, placebo 
controlled 
Previous trials: 


— CARE-HD (CoQ10 600 mg/d) suggested slowing of 
disease progression 


— Pre-2CARE assessed safety and tolerability of different 
doses 


Primary endpoint: slowing in rate of worsening 
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2CARE study update 


39/43 sites approved 

Enrollment: near 300 
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HART trial 


' Sponsor: Neurosearch, Sweden 
Compound: ACR16 
echanism: Dopamine stabilizer 
| type: IIb 
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HART trial 


ration: 3 months 
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CREST-E study 


' Sponsor: NIH, Phase III 
Drug: Creatine 5 to 40 gm/day* 
rial type: Double-blind, randomized, placel 
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PREQUEL: coming soon 
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